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DETAILED ACTION 

1. Claim 18 is objected to because of tine following informalities: it is numbered as claim 
18. It has been renumbered as claim 38. 

2. The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification sliall contain a written description of tlie invention, and of tlie manner and process of 
malting and using it, in sucli full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

3. Claims 19-38 are rejected under 35 U.S.C. 112, first paragraph, as failing to comply with 
the enablement requirement. The claim(s) contains subject matter which was not described in 
the specification in such a way as to enable one skilled in the art to which it pertains, or with 
which it is most nearly connected, to make and/or use the invention. There are many factors to 
be considered when determining whether there is sufficient evidence to support a 
determination that a disclosure does not satisfy the enablement requirement and whether any 
necessary experimentation is "undue." These factors include, but are not limited to: (a) the 
nature of the invention; (b) the breadth of the claims; (c) the state of the prior art; (d) the 
amount of direction provided by the inventor; (e) the existence of working examples; (f) the 
relative skill of those in the art; (g) whether the quantity of experimentation needed to make or 
use the invention based on the content of the disclosure is "undue"; and (h) the level of 
predictability in the art (MPEP 2164.01 (a)). 

Nature of the invention and Breadtli of tlie claims: The claims are directed to methods of 
generating an antagonist of the Bcl-2 family of proteins by selecting a scaffold BH3-only 
protein structure with residue positions defining an amphipathic a-helix formed by the BH3 
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domain; selecting one or more residues positions associated with a promiscuous binding 
plienotype of a BH3-only protein; substituting amino acid residues conferring a promiscuous 
phenotype for a molecule selected from the group consisting of amino acids and amino acid 
chemical analogs which confer a restrictive binding pattern to a Bcl-2 protein; and analyzing 
the interaction of each substitution for an ability to induce a more restrictive spectrum of 
binding to a Bcl-2 protein. In addition, the claims encompass computational methods, a 
computer program product and an apparatus for achieving the aforementioned goal of 
designing an antagonist, and methods of treating and preventing cancer. The breadth of the 
claims are exceedingly wide, encompassing every manner of screening both actual and by 
computer simulation, followed by the claimed generation of the antagonist product (which the 
aforementioned screening may or may not provide guidance or direction for) by every means 
possible, followed by the treatment and prevention of every cancer. Furthermore, the nature of 
the invention is extremely unpredictable and not routine, as the ability to predict and simulate 
protein structure and activity is poor, the ability to generate useful antagonists poorer still, and 
the treatment and prevention of cancer by these methods has never been demonstrated. 

Thus, the nature of the invention and the breadth of the claims renders the invention 
unpredictable and not adequately supported by the disclosure or the prior art. 

State of the prior art and level of predictability in the art: The art provides insufficient 
guidance with respect to routine experimentation with a reasonable expectation of success to 
enable the claims. 
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Thus, the art relevant to actually generating antagonists of the instant invention is 
undeveloped, and since it is a complex biological system with many competing interactions, 
the invention is innately unpredictable as well. 

Amount of direction provided by the inventor and existence of working examples: There 
are no working examples. What direction and guidance exists in the disclosure is drawn to a 
narrow subset of a single species of protein that was mutated in one small domain that would 
require undue experimentation to work with in order to support the breadth of the claims for 
every and all unrelated proteins, domains, methods of treatment, generating antagonists, etc. 
because it is not representative of the characteristics of the extremely broad genuses recited. 
No antagonist was generated, no computer system or apparatus developed, and no clinical 
treatments of any kind were performed or even attempted. 

Thus, the disclosure provides no validation for the prophetic inventions described. 

Relative skill of those in the art and quantity of experimentation needed to make or use 
the invention: Although the relative level of skill in the art is high, the skilled artisan would not 
be able to make and use the invention as asserted in the application without undue 
experimentation to generate the antagonists by any methods and the computer systems and 
apparatus and methods of treatment as claimed. 

Given this high degree of unpredictability and the absence of any evidence to indicate 
that the methods of the instant invention are effective in treating or preventing any cancer or 
even of generating a single antagonist the claims represent no more than a theoretical 
possibility. This is not sufficient to meet the enablement requirement of 35 USC §112, first 
paragraph. 
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In view of the foregoing, using the invention as contemplated in the specification would 
require undue experimentation. Therefore, the claims are properly rejected under 35 USC 
§112, first paragraph, as lacking an enabling disclosure. 

4. The following is a quotation of the second paragraph of 35 U.S.C. 1 1 2: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

5. Claims 19-38 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. The "generating of the antagonist" limitation of the preamble is not 
reflected in the body of the claims, rendering the claims vague and indefinite. Furthermore, 
many of the various terms and phrases in the claims are not adequately defined as to their 
actual process steps or their meets and bounds. These would include "selecting a scaffold," 
"promiscuous binding phenotype," "BH3-only protein," "analyzing the interaction," "more 
restrictive spectrum," "determining the conformation," "generating a chemical compound which 
mimics said scaffold and conformational part conferring a restrictive spectrum," "selecting a 
collection," "providing a sequence alignment... and comparing said sequence alignment," 
"creating a scoring function," "using said scoring function and at least one additional scoring 
function," "conformational equivalents of optimized protein sequences," "the contribution to 
tertiary structure the residue makes in the BH3-only protein," "code that adds said SF to 
provide a sum corresponding to a Pv," and "provide a sum of said SF corresponding to a Pv for 
said compound." 

6. 35 U.S.C. 101 reads as follows: 
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Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the 
conditions and requirements of this title. 

7. Claim 38 provides for the use of an antagonist, but, since the claim does not set forth 
any steps involved in the method/process, it is unclear what method/process applicant is 
intending to encompass. A claim is indefinite where it merely recites a use without any active, 
positive steps delimiting how this use is actually practiced. 

Claim 38 is rejected under 35 U.S.C. 101 because the claimed recitation of a use, 
without setting forth any steps involved in the process, results in an improper definition of a 
process, i.e., results in a claim which is not a proper process claim under 35 U.S.C. 101 . See 
for example Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and Clinical Products, Ltd. v. 
Brenner, 255 F. Supp. 131, 149 USPQ 475 (D.D.C. 1966). 

8. No claim is allowed. 

9. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Stephen Gucker whose telephone number is 571-272-0883. 
The examiner can normally be reached on Mondays through Fridays from 0930 to 1800. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jeffrey Stucker, can be reached at 571-272-0911. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
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system, see http://pair-clirect.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

IS. G./ 

Examiner, Art Unit 1649 
Stephen Gucker 
September 15, 2009 



/Jeffrey Stucker/ 

Supervisory Patent Examiner, Art Unit 1649 



